Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the apphcation: 
Listing of Claims: 

Claim 1 (currently amended): A phamiaceutical preparation which comprises 2-(imidazQl- 
1vlV1-hvdroxvethane-1 .1-diphosphonc acid or a pharmacoloateallv acceptable salt thereof in 
combination with N-r2-cvano-4-(2,2-dimethvl-propvlamino)-pvrimidin-5-vlmethvl1-4-(4-methvl- 
piperazin-1-vlVbenzamide or a pharmacologically acceptable salt thereof for simultaneous, 
sequential or separate use. a bispho s phonat e of formu l a I. or a phy si o l ogically accept a b le and 
- cl e avabl e e ster or q calt thoroof 



wh e r ei n 

X is hydrog e n, hydroxy l , am i no, a l kanoyl,or an am i no group s ubstitut e d by C4 -€4,alkytr^ 
a l kanoy i ; 

R is hydrogen or 0 4-64 aiky i and 

Rx i s a s id e cha i n which conta i ns an optonally substitut e d ammo group, or a nitrog e n 
conta i n i ng h e t e rooyclQ (inoruding aromat i c n i trog e n contain i ng h e t e focycl oe ), 
or a phamnacoutica l ly acc e pt a ble sa l t thereof or any hydrate th e r e of qind 

a) a cat K inhibitor'of formula V, or a physiolog i cally acooptabl e and - cl e avable est e r or a sa l t 
ther e of 



wh e r e in R" ^ is'optio'nally subst i tut e d (ary l , a ry I l ower alky! I pw e r alkeny l l ow e r alkynyl 
h e t e rocycly l or h e t e rocycly l l ow e r a l kyi); 

and Rfogeth e r repres e nt lower a l ky l ene Qpt i ona ll y int o rrupt o d by O S pr NR^ -S0^ 
to forni a r i ng wrth th e carbon atom to which th e y aro attached qnd R^ ts'hydrogon l o^yor 
a l kyI or ary l- low e r a l kyI- , 

and Rir e i ndepend e ntly H, or opt i ona ll y substitut e d (low e r alky I or aryMow e r aky l ) , 
C(0)OR^ , or C(0)NR^ R ^, whoroimBoptfonal l y cubstttutod (lowor alky I ary l , ary l Iqwor 
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al kyi, cyc l oa l kyl, b i cycloalkyi, b i cyc l oa l ky i or het e rocycly i ), and i s H, or optiona l ly 
s ub s t i tuted (low e r alkyi, aryl, aryl l ower alkyi, cycloa l kyi, bicyo l oalkyl, b i oyo l oalkyl or 



R'^-afid-R ^ tog e th e r r e pr e sent lower alkyleno, opt i ona l ly i nterrupt e d by O, S or NR ^r-so-as 
to form a ring with th e carbon atom to wh i ch they are attach e d, and R^ is hydrog e n, l ower 
a l ky I or aryl l ower a l ky I ; or 

is H or optiona l ly substitut e d l ow e r a l ky ! and R^ is a s ubst i tu e nt of formu la - X^ -^^V 
(Af^p- Q Z where i n 

¥ ^ is O, S, SO, S0a ,^^>SOgr^^T-SO2NR^rGONR^ 
N i s z e ro or one; 
P i s z e ro or on e ; 

i s l ow e r alky le ne: or wh e n n i s z e ro, is a l so C^ -^? a l kyl e n e int e rrupt e d by O, S, SO, 
S02r44R^T^2NR^r€ONR^-^f4>4R ^CO, and R^ is hydrogen, l ower a l ky! or aryl low e r a l ky I ; 

Ar i s aryl e ne; 

Z i s hydroxy l , acy l oxy, oarboxyl, est e rifiod carboxyl, amidat e d oarboxy l , am i nosulfonyl, 
( l ower a l kyI or aryl - low e r alky l )am i no s ulfony l , or (low e r alkyI or ary l low e r 
a l kyl)sufonylaminocarbonyl; or Z is tetrazolyl, triazoiyi or imidazo l y l ; 
Q is a direct bond, l ower alkylone, Y"^ lower alkylene or a l ky le n e i nterrupted by Y^ i 

X ^ i s C(0) , C(S) , S(0) , S(0)a , or P(0)(OR ^K-aB€l-R ^ is as defined above; 

Y i s oxyg e n or su l phur; 

L is opt i onally cubctituted Hot , H e t CHa -ef-^-GH ^ Het , and H o t i s a hetero atom 
select e d from O, N or S; and 
X is zero or one; and 

aryl i n th e above d e fin i tion s repr e sents carbocyclic or heterocyclic ary l ; or alternativ e ly 

b) another class of cat K inhibitors of formula VII, or a physiological l y acceptab l e and 
cl e avab le est e r or a salt thereof 
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where i n 



R^ i s H, R ^,-^OR^^o^^^R^, 
wh e r e in R " ^ i s H, low e r a l ky I or C^ 4q-G 
i s low e r alkyI or C3 4G-C4 Q cyc l oalky 
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wh e r ei n 



R" ^ is ary l , ary l lowor alky i , C^ -G: 
h e t e rocyclyl -l ower alky i , 




^-G^ ocycloa l kyl lowor a l kyi, hetorocyc l y l or 



i s H, ary l , ary l lower a l kyI, ary l low e r alkenyl, C^ -G: 




a l ky i , het e rocycly l or h e terocyo l y l lower a l kyi, or 

wh e r e in R' ^-^ncl-R^ tog e th e r w i th th e nitrogon atom to wh i ch thoy attached are jo i ned to 
form an N hetorocyc l yl group, 

wh e r e in N hetorocycly l d e notes a saturat e d, part i al l y unsaturat e d or aromat i c nitrogen 
contain i ng hot o rocyc li c mo ie ty attach e d via a nitrog e n atom th e r e of having from 3 to 8 ring 
atoms optionally conta i n i ng a further 1 , 2 or 3 het e roatoms se l e cted from N, NR '^tA-St 
S(0) or S(0)2 wh e r e in R "^ is H or optionally s ubst i tut e d ( l ow e r alky i , carboxy, acyl 
(including both l ow e r a l ky i acy l , e .g. formyl, ac e ty l or prop i onyl, or aryl acyl, e .g. b e nzoyl), 
amido, aryl, S(0) or S(Q)^), and wh e r ei n th e N h e t e rocyclyl is optionally fusod in a bicyc l ic 
structure, o.g. with a bonzono or pyridin e r i ng, and wherein the N het e rocyclyl is optionally 
l i nked in a sp i ro structure with a 3 to 8 momb e r e d cyc l oa l ky i or h e t e rocyclic ring wh e re i n 
th e h e t e rocyclic ring has from 3 to 10 r i ng memborc and conta i n s from 1 to 3 h e t e roatoms 
s e lected from N, NR^, O, S, S(0) or S(0)^ wher ei n is as d e fin e d above), and 
wh e r e in hotorocyc l yl d e not e s a ring hav i ng from 3 to 10 nng'm e mbors and containing ' 
from 1 to 3 h e t e roatoms coloctod from N MR"^ Q S ,S(P) or S(0) 2 wh e rifn R ' i s as 
def i n e d abov e ), and 

wh e r ei n R" ^ and M ar e ind e p e ndent l y optionally substitutod by one or mor e group s q g. 
1 - 3 groups, seloctod from ha l o hydroxy oxp lowQr a l koxy CN or NO 2 pr optionally 
substitut e d (opt i onal l y mono or d i lower a l kyi substitut o d ammo, l ow e r alkoxy gryl aryl 
l owor a l kyi, N hotorocyclyl or N h e t e rocyclyl lower a l kyi (wh e r e in th e optional substitut i on " 
compris e s from 1 to 3 subst i tuent s s e l e ct e d from halo, hydroxy Ipw e r alkoxy lovy e r 
alkoxy low e r alkyi, low e r a l koxy c a rbony l QN NQ N l^ e t e rocycly l or N h e t o rocyc l yl l ow o r 
alkyi, or optiona l ly mono or d i lowor a l ky i subst i tut e d ammo' , 
R" ^ i s I S ind e p e ndently H, or optional l y ' s ubstituted (low e r a l ky i gryl ary l- l ower alky i 
C4 ^cycloalkyl - fiyctea l kyl lower alky i h e t e rocyclyl or heterocyclyl lower a l ky i ) an,d 

wher e in R2 is'optionaly substitut e d by ha l o, hydroxy qxo loyv e r a l koxy CN ,NO , 2 
opt i onal l y mono or d i l owor a l kyi substitutod ammo ' . 

for simu l taneous, sequent i al or s e parat e use . 
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Claim 2 (previously presented): The pharmaceutical preparatbn according to claim 1; 
wherein its use is for the treatment of malignant diseases, bone metastasis, cancer cell 
growth, or/and cancer therapy-induced boneless. 

Claim 3 (previously presented): A method of treating a patient suffering from a malignant 
disease, bone metastasis, cancer cell growth, or/and cancer-therapy-induced bone loss 
comprising administering to the patient an effective amount of the pharmaceutical preparation 
according to claim 1 . 

Claim 4 (previously presented): A method of treating a patient suffering from a benign 
disease, bone loss disease, osteoporosis, osteoarthritis comprising administering to the 
patient an effective amount of the pharmaceutical preparation according to claim 1. 

Claim 5 (previously presented): A pharmaceutical composition comprising zoledronic acid 
and a cathepsin K inhibitor for the inhibition of bone metastasis, cancer cell growth or/and 
inhibition of cancer-therapy-induced bone loss. 



blaims 6-7 (canceled) 



